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whereiSn R a and R b are independently selected from H, halo, 

cyanV -NHR 6 and Ci_ 4 -alkyl substituted with R 1 , or wherein 
R a and\R b together form C 3 -C 6 cycloalkyl; 
wherein R 2 \is selected from C 2 -C 6 -alkylenyl , where one of the 
CH 2 group^ may be replaced with an oxygen atom or an -NH- 
group; wherein one of the CH 2 groups may be substituted 
with one or\ two radicals selected from halo, cyano, -NHR 0 
and Ci-4-alkySj. substituted with R 1 ; 
wherein R d is cycloalkyl; 

wherein R 1 is one\or more substituents independently 

selected from K\ halo, -OR 7 , oxo, -SR 7 , -C0 2 R 7 , -COR 7 , 
-CONR 7 R 7 , -NR 7 R 7 / \-S0 2 NR 7 R 7 , -NR 7 C(0)OR 7 , -NR 7 C(0)R 7 , 
optionally substituted cycloalkyl, optionally substituted 
phenylalkyl, optionally substituted heterocyclyl , 
optionally substituted heterocyclylalkyl , optionally 
substituted phenyl, \Lower alkyl, cyano, lower 
hydroxyalkyl , lower carboxyalkyl , nitro, lower alkenyl, 
lower alkynyl, lower alpinoalkyl, lower alkylaminoalkyl 
and lower haloalkyl ; 
wherein R 2 is selected from\ 

a) substituted or unsubstUtuted 6-10 membered aryl , 

b) substituted or unsubsti\;uted 5-6 membered 
heterocyclyl , 

c) substituted or unsubst i tuVed 9-14 membered bicyclic or 
tricyclic heterocyclyl , 

d) cycloalkyl, and 

e) cycloalkenyl , 

wherein substituted R 2 is substituted with one or more 
substituents independently selected from halo, -OR 7 , 



oxo, -SR 7 , -C0 2 R 7 , -CONR 7 R 7 , -COI 
alkylenylR 9 ) , -S0 2 R 7 , -S0 2 NR 7 R 7 , - 
-NR 7 C (0)NR 7 R 7 , optionally substit 
opt i onal ly subs t i tuted 



heterocycly 



-NR 7 R 7 , -NH(Ci-C 4 
7 C(0)OR 7 , -NR 7 C(0)R 7 , 
ed cycloalkyl, 
optionally 



substituted phenyl, halosulf onyl , cyano, 
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alkylaminoalkoxy , alkylaminoalkoxyalkoxy , nitro, lower 
alkyl substituted with R 1 , lower alkenyl substituted 
/ith R 1 , and lower alkynyl substituted with R 1 ; 
wherein R 3 is selected from aryl unsubstituted or 

substituted with one or more substituents independently 
selected from halo, -OR 7 , -SR 7 , -S0 2 R 7 , -C0 2 R 7 , -CONR 7 R 7 , 
-COR 7 , VNR 7 R 7 , -S0 2 NR 7 R 7 , -NR 7 C(0)OR 7 , -NR 7 C(0)R 7 , 
optionaluy substituted cycloalkyl, optionally substituted 
heterocycuyl , optionally substituted phenyl, nitro, 
alkylaminoalkoxyalkoxy, cyano , alkylaminoalkoxy, lower 
alkyl substituted with R 1 , lower alkenyl substituted with 
R 1 , and loweir alkynyl substituted with R 1 ; 
wherein R 4 is selected from a direct bond, C 2 - 4 -alkylenyl , C 2 _ 
4-alkenylenyl and C 2 _ 4 -alkynylenyl , where one of the CH 2 
groups may be substituted with an oxygen atom or an -NH- , 
wherein R 4 is optionally substituted with hydroxy; 
wherein R 5 is selected from H, lower alkyl, optionally 

substituted phenyl \and lower aralkyl; 
wherein R 5a is selected from H, lower alkyl, optionally 

substituted phenyl arifl lower aralkyl; 
wherein R 6 is selected fr\pm H or Ci-e-alkyi ; and 
wherein R 7 is selected froin H, lower alkyl, optionally 

substituted phenyl, optionally substituted heterocyclyl , 
optionally substituted Cs-^Ce-cycloalkyl , optionally 
substituted phenyl -Ci- 6 -alkyG. , optionally substituted 
heterocyclyl-Ci_ 6 -alkyl , optionally substituted C 3 -C 6 
cycloalkyl-Ci. 6 -^lkyl , alkylam\noalkyl , and lower 
haloalkyl ; 

wherein R 9 is selected from H, optionally substituted 

phenyl, optionally substituted 5A6 membered heterocyclyl 
and optionally substituted C 3 -C 6 cVcloalkyl ; 

and pharmaceutically acceptable derivatives thereof; 

provided R 2 is not 3 - trif luoromethylph^yl when A is 

pyridyl, when X is -C(0)NH-, when V is -NH-CH 2 - , when 
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R 1 is H and R 3 is 3- (N-me thy 1 amino -carbonyl ) phenyl , 4- 
lydroxyphenyl , 3 -hydroxyphenyl or phenyl; 
further\ provided R 2 is not substituted with -S0 2 NR 7 R 7 when Y 
is \-NHSO2-; 

further provided R 2 is not 3-trif luoromethylphenyl when A is 
pyridVl, when X is -C(0)NH-, when Y is -N (benzyl ) -CH 2 - / 
when r\ is H and when R 3 is phenyl ; 
further provided R 2 is not cyclohexyl when A is pyridyl , 

when X i& -C (O)NH- , when Y is -NH-CH 2 - , when R 1 is H 
and when \ 3 is 2 -methoxyphenyl or 3 -methoxyphenyl ; 
further provided R 1 is not 2 -hydroxymethyl pyrrol - 5 -yl when A 

is pyridyl; 
further provided RV is not 4- 

( me thoxyami noaar bony 1 amino) phenyl when A is thienyl; 
further provided R 1 ^s not 2-pyridylmethoxy when A is 

pyrimidyl, when yC is -C(0)NH-, and when Y is -NH-CH 2 - ; 
further provided R 1 is\not 4-methylpiperidyl when A is 

pyrimidyl, when X\is -C(0)NH-, when Y is -NH-CH 2 -, and 
when R 3 is 3 -chl or oY 4 -methoxyphenyl ; 
further provided R 1 is no\ bromo when A is pyrimidyl, when X 
is -C (0)NH-CH 2 -, when\Y is -NH-CH 2 -, and when R 3 is 3- 
chlor o- 4 -methoxyphenyl 
further provided R 2 is not 2-^:hloro-3-pyridyl when A is 
pyridyl; and 

further provided R 2 is not 2 -meVhoxyphenyl when A is 

pyridyl, when X is -C(0)Nh\, when Y is -NH-CH 2 -, when 
R 1 is H and R 3 is phenyl 



2 . Compound of Claim 1 whereir\ A is selected from 
3 0 thienyl, f uranyl , pyrrolyl , thiazolyU, oxazolyl, imidazolyl, 
pyrazolyl, isoxazolyl, triazolyl, isothiazolyl , pyridyl, 
pyrazinyl, pyrimidinyl , pyridazinyl an\ji triazinyl; wherein X 
is selected from 



m 
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R 5a and 
whereiYi Y is selected from 



L 




-N _ ^ R 

R a and R 

wherein R a anA R b are independently selected from H, halo, 
and Ci_2-alky^_ substituted with R 1 , or wherein R a and R b 
together form\C 3 -C 4 cycloalkyl; 
wherein R z is C 2 -(S3 alkylenyl , where one of the CH 2 groups 
may be replaced with an oxygen atom or an -NH- ; 
10 wherein R 1 is one c-Y more substituents independently 

selected from H, ftalo, -OR 7 , oxo, -SR 7 , -C0 2 R 7 , -C0NR 7 R 7 , - 
COR 7 , -NR 7 R 7 , -S0 2 NIttR 7 , -NR 7 C(0)0R 7 , -NR 7 C(0)R 7 , optionally 
substituted C 3 _ 6 -cyciSpalkyl , optionally substituted phenyl - 
Ci_4-alkyl, optionally^ substituted 4-6 membered 
15 heterocyclyl , optionally substituted phenyl, optionally 

substituted 4-6 membere\d heterocyclyl-Ci- 4 -alkyl , Ci_ 6 - 
alkyl , cyano, Ci_ 4 -hydrox3(alkyl , Ci- 4 -carboxyalkyl , nitro, - 
C 2 _ 3 -alkenyl , C 2 _ 3 -alkynyl afid Ci_ 4 -haloalkyl ; 
wherein R 2 is selected from 
2 0 substituted or unsubstitute\i aryl selected from phenyl, 

naphthyl, indanyl , indenyl\and tetrahydronaphthyl , 
substituted or unsubstituted ^-6 membered heteroaryl, 
substituted or unsubstituted C 3 V 6 - cycloalkyl and 
substituted or unsubstituted 9-\o membered bicyclic or 
25 13-14 membered tricyclic saturated or partially 

unsaturated heterocyclyl 
wherein substituted R 2 is substituted with one or more 
substituents independently selected from halo, -OR 7 , oxo, 
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-$R 7 , -S0 2 R 7 , -C0 2 R 7 , -CONR 7 R 7 , -COR 7 , -NR 7 R 7 , -NH(d-C 2 - 
altt^lenylR 9 ) , - (Ci-C 2 -alkylenyl ) NR 7 R 7 , -S0 2 NR 7 R 7 , - 
NR 7 c\p) OR 7 , -NR 7 C (O) R 7 , Ci_C 6 -alkylamino-Ci_C 6 -alkoxy , Ci_C 6 - 
alkylVmino-Ci-Cs-alkoxy-Ci.Ce-alkoxy, halosulf onyl , 
optionally substituted 4-6 membered heterocyclyl - 
carbonylalkyl , Ci_ 4 -alkoxycarbonylamino-Ci_ 6 -alkyl , 

0 \ optionally substituted C 3 _ 6 -cycloalkyl , 
optionally substituted 4-6 membered heterocyclyl , 
optionally substituted phenyl, optionally substituted 
phenyl-Ci_6-alkylenyl , optionally substituted 4-6 membered 
heterocyclyl -c\_C 5 -alkylenyl , 4-6 membered heterocyclyl -C 2 _ 
C 6 -alkenylenyl , \C1_4-alkyl, cyano, Ci_ 4 -hydroxyalkyl , nitro 
and Ci_4-haloalkyjL ; 

wherein R 3 is phenyl \substi tut ed with one or more 

substituents independently selected from halo, -OR 7 , -SR 7 , 
-C0 2 R 7 , -CONR 7 R 7 , -COk 7 , -NR 7 R 7 , -S0 2 NR 7 R 7 , -NR 7 C(0)OR 7 , - 
NR 7 C(0)R 7 , C 3 _ 6 -cycloaAkyl , optionally substituted 5-6 
membered heterocyclyl ,\ optionally substituted phenyl, Ci_ 
4-alkyl, Ci- 4 -aminoalkyl\ cyano, C x - 4 - hydroxy a 1 kyl , nitro 
and Ci_ 4 -haloalkyl ; \ 

wherein R 4a is C 2 _ 4 -alkylenyl yhere one of the CH 2 groups may 
be replaced with an oxygenVatom or -NH- , wherein R 4a is 
optionally substituted wi thyiydroxy ; 

wherein R 5 is selected from H ana. Ci_C 2 -alkyl ; 

wherein R 5a is selected from H anck Ci_C 2 -alkyl ; and 

wherein R 7 is selected from H, Ci_ 4 \alkyl, optionally 

substituted phenyl, optionally substituted phenyl-Ci_ 4 - 
alkyl, optionally substituted 4-6Vnembered heterocyclyl, 
optionally substituted 4-6 memberea heterocyclyl-Ci_ 4 - 
alkyl, optionally substituted C 3 -C 6 cVcloalkyl , Ci_ 2 - 
alkylamino-Ci_ 4 -alkyl and Ci_ 2 -haloalky2Sy; 

wherein R e and R f are independently selected from H and Ci_ 2 - 
haloalkyl; and \ 
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wherein R g is selected from H, Ci- 6 -alkyl , optionally 

substituted phenyl-Ci_6-alkyl , 4-6 membered heterocyclyl, 
optionally substituted 4-6 membered heterocyclyl-Ci_C6- 
alkyl\ Ci_ 4 -alkoxy-Ci_4-alkyl and Ci- 4 -alkoxy-Ci_ 4 -alkoxy-Ci_ 
4 -alkyl\ 

and pharmaceutical ly acceptable derivatives thereof. 

3 . Compound of Claim 2 wherein A is selected from 
\ o 



Y is -NH-CH 2 -; wherein R 1 is one or more substituents 
independently selected from H, halo, hydroxy, Ci_ 2 -alkoxy, 
Ci-2-haloalkoxy, amino., Ci_ 2 -alkylamino , optionally 
substituted 5-6 membened heterocyclyl -Ci- 2 -alkylamino , 
aminosulf onyl , C 3 _ 6 -cycroalkyl , optionally substituted 5-6 
membered heterocyclyl , optionally substituted phenyl, Ci_ 4 - 
alkyl, cyano, Ci_ 2 -hydroxyVLkyl , Ci_ 3 -carboxyalkyl , nitro, C 2 _ 
3-alkenyl, C 2 _ 3 -alkynyl and V]i_ 2 -haloalkyl ; wherein R 2 is 
unsubstituted or substituted and selected from phenyl, 
naphthyl , indanyl , indenyl and tetrahydronaphthyl , 
substituted or unsubstituted ^-6 membered heteroaryl , C 3 _ 6 - 
cycloalkyl, and substituted or unsubstituted 9-10 membered 
bicyclic or 13-14 membered tricyclic heterocyclyl; wherein 
substituted R 2 is substituted witA one or more substituents 
independently selected from halo, Gi_ 4 -alkyl , optionally 
substituted C 3 _ 6 -cycloalkyl , optionaMy substituted phenyl, 
optionally substituted phenyl - Ci _C 4 - alVyl enyl , Ci_ 2 - 
haloalkoxy, optionally substituted pheVyloxy, optionally 
substituted 5-6 membered heterocyclyl-cVc 4 -alkylenyl , 
optionally substituted 5-6 membered heter\pcyclyl-C 2 _C 4 - 
alkenylenyl, optionally substituted 5-6 metabered 
heterocyclyl, optionally substituted 5-6 membered 
heterocyclyloxy , optionally substituted 5-6 membered 




pyridyl and pyrim^dinyl ; wherein X is 



I 

H 



wherein 
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neterocyclylsulf onyl , optionally substituted 5-6 membered 
heterocyclyl amino, optionally substituted 5-6 membered 
hetrerocyclylcarbonyl , optionally substituted 5-6 membered 
hetersocyclyl-Ci_ 4 -alkylcarbonyl , Ci_ 2 -haloalkyl , Ci_ 4 - 
aminoajLkyl , nitro, amino, hydroxy, cyano, aminosulf onyl , Ci_ 
2 -alkyls\lf onyl , halosulf onyl , Ci_ 4 -alkylcarbonyl , Ci_ 3 - 
alkylaminOs-Ci_3-alkyl , Cx^-alkylamino-Ci^-alkoxy , Ci_ 3 - 
alkylamino-CSi_3-alkoxy-Ci.3-alkoxy , Ci_ 4 -alkoxycarbonyl , Ci_ 4 - 



alkoxycarbonyla^iino-Ci-4-alkyl , Ci_ 4 -hydroxyalkyl , ° 
and Ci- 4 -alkoxy; wherein R 3 is phenyl substituted with one or 
more substi tuents ^independently selected from halo, hydroxy, 
Ci_ 4 -alkyl, Ci-2-alkoxv, optionally substituted 5-6 membered 
heterocyclyl-C 1 _ 2 -alkoxy , amino , Ci_ 2 -alkylamino , 
aminosulf onyl , -NR 3 C (o\pR 7 , -NR 3 C (0) R 7 , C 3 _ 6 -cycloalkyl , 
optionally substituted k-6 membered heterocyclyl , optionally 
substituted phenyl, nitro\ Ci_ 2 -alkylamino-Ci_ 2 -alkoxy-Ci_ 2 - 
alkoxy , cyano, Ci_ 2 -alkylam\no-Ci_ 2 -alkoxy , Ci_ 2 -alkylamino-Ci_ 
2 -alkyl , Ci- 2 -alkylamino-C 2 - 3 -\lkynyl , C 1 _ 2 -hydroxyalkyl , Ci_ 2 - 
aminoalkyl, Ci_ 2 -haloalkyl , optionally substituted 5-6 
membered heterocyclyl-C 2 _ 3 -alken^l , and optionally 
substituted 5-6 membered heterocyclyl-C 2 _ 3 -alkynyl ; and 
wherein R 7 is selected from H, metthyl , phenyl, cyclopropyl, 
cyclohexyl, benzyl, morpholinylmetlwl , 4- 
methylpiperazinylmethyl , 4-methylpipVrdinylmethyl , 4- 
morpholinylmethyl , 4-morpholinylethyl\ 1- ( 4-morpholinyl ) - 
2 , 2-dimethylpropyl , 1-piperdinylethyl , V-piperdinylpropyl , 
1 -pyrrol idinylpropyl and trif luoromethyl\ wherein R e and R f 
are independently -CF 3 ; and wherein R g is ^elected from H, 
Ci_ 3 -alkyl, optionally substituted phenyl -Ci\- alky 1 , 
optionally substituted 5-6 membered heterocyolyl-Ci_C 3 -alkyl , 
Ci- 3 -alkoxy-Ci- 3 -alkyl and Ci- 3 -alkoxy-Ci_ 3 -alkoxy\Ci_ 3 -alkyl ; 
and pharmaceutically acceptable derivatives thereof. 
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4.. Compound of Claim 3 wherein A is pyridyl; wherein R 1 
is one or more substituents independently selected from H, 
chloro, amd fluoro; wherein R 2 is selected from phenyl, 
tetrahydrVnaphthyl , indanyl , naphthyl , imidazolyl, oxazolyl , 
furyl, pyrrolyl, isoxazolyl, pyrazolyl, thiazolyl , 
thiadiazolyA thienyl, pyridyl, pyrimidinyl, pyridazinyl, 
cyclohexyl , l\ 2-dihydroquinolyl , 1,2,3, 4-tetrahydro- 
isoquinolyl , l\2 , 3 , 4- tetrahydro-quinolyl , 2 , 3-dihydro-lH- 
indolyl, 2 , 3 , 4 , \a , 9 , 9a-hexahydro-lH-3 -aza- f luorenyl , 5,6,7- 
trihydro-1 , 2 , 4-tAiazolo [3 , 4 -a] isoquinolyl , 3 , 4-dihydro-2H- 
benzo [1 , 4] oxazinyA, and benzo [ 1 ; 4 ] dioxanyl ; wherein 
substituted R 2 is substituted with one or more substituents 
independently selecued from bromo, chloro, fluoro, iodo, 
nitro, amino, cyano, Naminoethyl, Boc-aminoethyl , hydroxy, 
aminosulf onyl , 4-methwpiperazinylsul f onyl , cyclohexyl , 
phenyl , phenylmethyl , ntorphol inylme thyl , 
methylpiperazinylmethyl ,\ morpholinyl ethyl , 
methylpiperazinylpropyl , u- ( 4 -morpholinyl ) -2,2- 
dime thylpr opyl , piper idinylme thyl , morphol inylpr opyl , 
methylpiperidinylmethyl , prperidinyl ethyl , 

piper idinylpropyl , pyrrol iddViyl propyl , pyrrol idinylpropenyl , 
pyrrol idinylbutenyl , f luorosuVL f onyl , me thyl su If onyl , 
methylcarbonyl , piper idinylmeuhylcarbonyl , 
methylpiperazinylcarbonylethyl ,\ methoxycarbonyl , 3 - 
ethoxycarbonyl- 2 -methyl -f ur-5-y]V methylpiperazinyl , 
methylpiperidyl , 1 -methyl - ( 1 , 2 , 3 ,>6- tetrahydropyridyl ) , 
imidazolyl , morpholinyl , 4- trif luoVome thyl- 1 -piper idinyl , 
hydroxybutyl , methyl, ethyl, propyA isopropyl, butyl, tert- 
butyl , sec-butyl, trif luoromethyl , pentaf luoroethyl , 
nonaf luorobutyl , dimethylaminopropyl , \l , 1- 

di (trif luoromethyl) -1-hydroxymethyl , tnif luoromethoxy , 1, 1- 
di (trif luoromethyl) -1- (piper idinylethoxyO methyl , 1 , 1- 
di ( tri f luoromethyl ) -1- ( me thoxyethoxyethoxy) methyl , 1- 
hydroxyethyl , 2 -hydroxy ethyl , l-aminoethyl\ 2-aminoethyl , 1- 
(N-isopropylamino) ethyl , 2- (N-isopropylaminNo) ethyl , 
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dl^oethylaminoethoxy , 4-chlorophenoxy , phenyloxy, 1- 
methyl^ifierdin-4-yloxy , isopropoxy, methoxy and ethoxy; and 
wherein R 3 i^phenyl substituted with one or more 
substituents selecTx^d from chloro, fluoro, bromo, hydroxy, 
methoxy, ethoxy, amino ^^dlmethyl amino , diethylamino , 1- 
methylpiperidinylmethoxy , arni-nosulf onyl , cyclohexyl, 
dime thy 1 aminopropynyl , dime thylam^bno ethoxy, 3- (4- 
morpholinyl ) propyn-l-yl , d i me t hyl ami noBthoxy ethoxy, 
optionally substituted piperidinyl, morpho^riyl , optionally 
substituted piperazinyl, optionally subs ti tut eSssghenyl , 
methyl , ethyl , propyl , cyano , hydroxymethyl , aminom^lsiwl , 
nitro and trif luoromethyl ; and pharmaceutically acceptable 
derivatives thereof . 

5. Compound o^f Claim 1 and pharmaceutically acceptable 
derivatives thereof ^selected from 
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' N- ( 4-Chlorophenyl ) {3- [feenzylamino] (2-pyridyl) } carboxamide ; 
N- ( 4-Chlorophenyl ) ( 3 -{[ M-nitrophenyl ) methyl ] amino } (2- 

pyridyl) ) -carboxamide;^ 
(2- [ [ ( 4-methoxyphenyl) me thVl] amino] (2-pyridyl) ) -N- (3-fluoro- 

4-methylphenyl ) carboxamic 



(6-Chloro-2- [ [ ( 4 -me thoxyphe 
( 3 - f luor o- 4 -me thylphenyl ) c 

(6-Chloro-2- [ [ ( 4-methoxyphen; 
( 3 - f luor o- 4 -me thylpheny 

(6-Chloro-2- [ [ (4-methoxyphenyl) 



arb x 



methyl ] amino [ ( 3 -pyr idyl ) ) -N- 
xamide; 

ethyl ] amino [ ( 3 -pyr idyl ) ) -N- 
xamide ; 
methyl ] amino [ ( 3 -pyr idyl ) ) -N- 



( 3 - f luor o- 4 -me thylphenyl ) carboxamide , hydrochloride; 
( 6-Chloro-2- { [ ( 4-methoxyphenyl ) methyl ] amino} (3-pyridyl) ) -N- 

( 4-chlorophenyl ) carboxamide; 
2- (3-Fluoro-benzylamino) -N- ( 4-phenoxy\phenyl ) -nicotinamide;- 
N- (4- Phenoxypheny 1 ) [2- ( { [3- 

( tr i f luoromethyl ) phenyl ] methyl } amino\ ( 3 - 

pyridyl) ] formamide; 
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(ZV { [ ( 4-Fluorophenyl ) methyl ] amino} (3-pyridyl ) ) -N- (4- 

phenoxyphenyl ) formamide ; 
N- (4 -^Phenoxyphenyl) [2 - ( { [4- 

( tr j\f luorome thyl ) phenyl ] methyl } amino ) { 3 - 

pyrioVl) ] formamide; 
(2-{ [ ( 2 -BSromophenyl ) methyl] amino} (3-pyridyl) ) -N- (4- 

phenoxyphenyl) formamide; 
N- ( 4 - Phenoxyphenyl ) [2- ({[4- 

( trifluoromethoxy ) phenyl ] methyl } amino ) ( 3 - 

pyridyl) ] formamide; 
2 - { [ (2,3 -Di f luorophenyl ) methyl ] amino } ( 3 -pyridyl ) ) -N- ( 4 - 

phenoxyphenyl formamide ; 
N- ( 4 -Chlorophenyl )\ 2 - { [ ( 4 -cyanophenyl ) methyl ] amino} (3- 

pyridyl) ) carboxamide^ 
N- (4 -Chlorophenyl ) \2 Xt/^-2-^cyanophenyl ) methyl ] amino} (3- 

pyridyl) ) carboxamide;/ 
N- (4-sec-butylphen^L)^V [ ( 4-f luorobenzyl ) amino] nicotinamide; 
N- (4-tert-Butylphenyl) -2\ [ (4- 

f luorobenzyl ) amino] nicotinamide ; 
N- (4-Isopropyl-phenyl ) -2- ( 3-methoxy- benzyl ami no ) - 

nicotinamide ; \ 
(2-{ [ (4-Fluorophenyl ) methyl ] amino} (3-pyridyl) ) -N- [4- 

( methyl ethyl ) phenyl ] carboxabide ; 
(2-{ [ (4-Fluorophenyl) methyl ]am:uno} (3-pyridyl) ) -N- [3- 

( trif luoromethyl ) phenyl ] carboVamide ; 
(2- { [ (3 , 4-Dimethoxyphenyl ) methyl mmino} (3-pyridyl ) ) -N- [3- 

( trif luoromethyl ) phenyl ] carboxairiide ; 
{2- [Benzylamino] (3-pyridyl) } -N- [3 - (Vrif luoromethyl ) phenyl] - 

carboxamide ; \ 
(2-{ [ (3 -Chlorophenyl) methyl] amino} (3\pyridyl) ) -N- [3- 

( tri f luoromethyl ) phenyl ] carboxamide \ 
(2- { [ (4-Bromophenyl) methyl] amino} (3-pyridyl) ) -N- [3- 

( trif luoromethyl) phenyl ] carboxamide; \ 



0 
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^2-{ [ ( 4 -Chlorophenyl ) methyl ] amino} (3-pyridyl) ) -N- [3- 
S£r i f luoromethyl ) phenyl ] carboxamide ; 
(2- { |V2 , 4 -Dif luorophenyl ) methyl ] amino} (3-pyridyl) ) -N- [3- 
( traSf luoromethyl ) phenyl ] carboxamide ; 
(2- { [ (4\Fluorophenyl) ethyl] amino} (3-pyridyl) ) -N- [3- 
( trif luoromethyl) phenyl ] carboxamide; 
(2- { [ ( 3 , 4 -Dif luorophenyl ) methyl ] amino} (3-pyridyl ) ) -N- [3- 

( tr i f luoromethyl ) phenyl ] carboxamide ; 
(2- { [ (2 , 3 -DifVuorophenyl) methyl] amino} (3-pyridyl) ) -N- [3- 

( trif luoromethyl ) phenyl ] carboxamide ; 
(2-{ [ { 2 -Fl-uoropHenyl ) methyl] amino} (3-pyridyl) ) -N- [3- 

( trif luoromethVl ) phenyl ] carboxamide ; 
(2- { [ (2 , 6-Dif luorophenyl) methyl] amino} (3-pyridyl) ) -N- [3- 

( trif luoromethyl ) phenyl ] carboxamide ; 
(2- { [ (3-BromophenyDrfethyl] amino} (3-pyridyl) ) -N- [3- 

i ph< 



( tri f luoromethyl ) ] 
(2 - { [ (4-Fluorophenyl ) mejfi 
( tri f luoromethyl ) phefi} 



] carboxamide ; 

] amino} (3-pyridyl) ) -N- [4- 
' ] carboxamide ; 

N-{3 - [3- ( Dimethyl amino ) pr<^pyl ] -5 - ( trif luoromethyl ) phenyl } (2- 

{ [ (4-f luorophenyl) methyl^ amino} (3-pyridyl) ) carboxamide; 
{2-[({3-[3- (Dimethyl amino) propyl ] -4- 

f luorophenyl }methyl) amino ]\ 3-pyridyl) } -N- [4- (tert- 
butyl ) phenyl ] carboxamide ; 
{2-[({3-[3 - (Dimethyl amino) prop^ ] - 4- 

f luorophenyl }methyl) amino] (3-Wridyl) } -N- [4- 
( trif luoromethyl ) phenyl ] carboxamide; 
{2-[({3-[3- (Dimethyl amino) propyl ] 

f luorophenyl }methyl) amino] ( 3 -pyr :i\lyl ) } -N- (4 -bromo-2 - 
f luorophenyl ) carboxamide ; 
2- [ (4-Fluorobenzyl) amino] -N- [4-tert-bu>tyl-3- (1,2,3,6- 
tetrahydropyridin-4-yl) phenyl ] nicotinamide; 
[2- ( { [4-Fluoro-3- ( 3 -morpholin-4-ylprop-\- 
ynyl) phenyl] methyl} amino) (3-pyridyl) ]-]^-[3- 
( trif luoromethyl ) phenyl ] carboxamide; 



A-735A 



- 241 - 



{2-\ (2H-Benzo [d] 1 , 3-dioxol-5-ylmethyl ) amino] (3-pyridyl) } -N- 

( 4r-phenoxyphenyl ) carboxamide ; 
2- ( 4-Kluoro-benzylamino) -N- [3- ( 2-pyrrolidin- 1-yl-ethoxy ) -4 - 

trirSLuoromethyl -phenyl ] -nicotinamide; 
2- (4-Fluoro-benzylamino) -N- [3- ( 1-Boc-pyrrol idin-2 - 

ylmethWy) -4-pentaf luoroethyl -phenyl ] -nicotinamide; 
N- [4-tert-i3utyl-3- ( l-Boc-piperidin-4-ylmethoxy ) -phenyl] -2- 

(4- f luora-benzylamino ) -nicotinamide ; 
N- [3 , 3-Dimethyl-l- ( l-methyl-piperidin-4-yl ) -2 , 3 -dihydro-lH- 
indol-6-yl ]V2- ( 4-f luoro-benzylamino ) -nicotinamide; 
N- [1- (2-Dimethylamino-acetyl ) -3 , 3-dimethyl-2 , 3 -dihydro-lH- 

indol-6-yl] -2V ( 4-f luoro-benzylamino) -nicotinamide; 
N- [1- (l-Boc-pipeYidin-4-yl) -3 , 3-dimethyl-2 , 3-dihydro-lH- 
indol-6-yl] -2- (\- f L«Loro-benzyl amino) -nicotinamide; 
N- [3 , 3-Dimethyl-l- tejf Etoc - amino - ac e tyl ) -2 , 3-dihydro-lH-indol 

6-yl] -2- ( 4 - f luorcA benzyl amino ) -nicotinamide; 
2- (4-Fluoro-benzylapa^io) -N- (2-Boc-4 , 4-dimethyl-l , 2,3,4- 
tetrahydro-isoquinoAin-7-yl ) -nicotinamide ; 
N- [3- ( l-Boc-pyrrolidin\2 -ylmethoxy) -5- trif luoromethyl- 

phenyl] -2- ( 4-f luoro-benzylamino) -nicotinamide; 
N- [4-tert-Butyl-3- ( 1-BocApyrrol idin-2 -ylmethoxy ) -phenyl] -2 
( 4 - f luoro-benzylamino ) -nicotinamide ; 
N- ( 4-Acetyl-2 , 2-dimethyl-3 , ^-dihydro-2H-benzo [1,4] oxazin-6- 
yl) -2- (4-f luoro-benzylamin©) -nicotinamide; 
2- (4-Fluoro-benzylamino) -N- PB- ( l-Boc-piperidin-4- 
ylmethoxy) - 5- trif luorome thy l\ phenyl ] -nicotinamide. ,- 
2- (4-Fluoro-benzylamino) -N- [3- (pyrrolidin-2 -ylmethoxy ) -4- 
pentaf luoroethyl -phenyl ] -nicotinamide; 
2- (4-Fluoro-benzylamino) -N- [3 - ( pyrrol idin-2 -ylmethoxy ) -5- 
trif luorome thyl -phenyl] -nicotinamide; 
N- [4-tert-Butyl-3- (piperidin-4-ylmetnoxy ) -phenyl ] -2- (4- 

f luoro-benzylamino) -nicotinamide; \ 
N- [4- tert-Butyl-3 - (pyrrolidin-2 -ylmethoxy ) -phenyl] -2- (4- 
f luoro-benzylamino) -nicotinamide; \ 
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N-\4 , 4 -Dimethyl -1 ,2,3, 4- tetrahydro- isoquinolin-7-yl ) -2- ( 4- 

f lubro-benzylamino) -nicotinamide; 
N- [1- (2 : ^mino-acetyl) -3 , 3-dimethyl-2 , 3-dihydro-lH-indol-6- 
yl] -2- (4\f luoro-benzylamino) -nicotinamide; 
N- (3, 3-Dimethyl-l-piperidin-4-yl-2 , 3-dihydro-lH-indol-6-yl ) - 

2- (4-f luoro-bWizylamino) -nicotinamide; 
2- ( 4 - Fluoro-benzy lamino ) -N- [3- (piperidin-4-ylmethoxy) -5- 

trif luoromethyl -phenyl ] -nicotinamide ; 
N- (2,2-Dimwethyl-3,4-di\^c^6-2H-benzo[l / 4]oxazin-6-yl) -2- (4- 
f luoro-benzylamino) -nicotinamide; 

2- (4-Fluoro-benzylamino) -W-y^- ( 1 -methyl -pyrrol idin-2- 
ylmethoxy) -5- trif luorometh^L -phenyl ] -nicotinamide; 

N- [3 , 3-Dimethyl-l - ( 1 -methyl -pipWidin- 4 -ylmethyl ) -2,3- 
dihydro-lH-indol -6-yl ] -2- ( 4-f luNjro-benzylamino) - 
nicotinamide ; 

2 - ( 4-Fluoro-benzylamino) -N- {4- [ 1 -methyl - 1 - ( 1 -methyl - 
piperidin-4-yl ) -ethyl ] -phenyl } -nicotinamide ; 
N- (4, 4-Dimethyl-2-oxo-l, 2 , 3 , 4- tetrahydro-^uinolin-7-yl ) -2- 
( 4- f luoro-benzylamino) -nicotinamide; and 

3- Benzo [1 , 3 ] dioxol-5-yl-3- [3- (4-pentaf luoroetfryl- 
phenyl carbamoyl) -pyridin-2 -ylamino] -propionicN^cid . 



Compound 



Claim 1 of formula II' 




wherein each of A 3 and A 4 is independently CH or N, provided 

at least one of A 3 and A 4 is N; 
wherein n is 1-2; 
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wherein R 1 is one or more substituents independently 

seiSected from H, chloro, fluoro, bromo, hydroxy, methoxy, 
ethoW, trif luoromethoxy , oxo, amino, dime thy 1 amino , 
aminosylf onyl , carboxymethyl , cyclopropyl, optionally 
substituted phenyl, methyl, ethyl, propyl, cyano, 
hydroxyme^hyl , nitro, propenyl , propynyl , 

morpholinyYethylamino, trif luoromethyl and unsubsti tuted 
or substituted heteroaryl selected from thienyl, f uranyl , 
pyridyl, imiaazolyl and pyrazolyl; 
wherein R 2 is selected from a substituted or unsubstituted 
ring selected from phenyl, tetrahydronaphthyl , indanyl , 
benzodioxolyl , in\ienyl , naphthyl , isoxazolyl , pyrazolyl, 
thiazolyl, thiadia^olyl , thienyl, pyridyl, pyrimidinyl, 
pyridazinyl, 1 , 2 -dinydroquinolyl , 1 , 2 , 3 , 4- tetrahydro- 
isoquinolyl, 1 , 2 , 3 , 4-^tetrahydro-quinolyl , isoquinolyl, 
quinolyl , indolyl , isoindolyl , 2 , 3-dihydro-lH-indolyl , 
naphthyridinyl , quinoza\inyl , 2 , 3 , 4 , 4a, 9 , 9a-hexahydro-lH- 
3-aza-f luorenyl , 5,6, 7- tisihydro-1 , 2 , 4-triazolo [3,4- 
a] isoquinolyl , indazolyl , \2 , 1 , 3-benzothiadiazolyl , 3,4- 
dihydro-2H-benzo [1,4] oxazinVl , benzodioxanyl , 
benzothienyl , benzof uryl , benzimidazolyl , benzoxazolyl 
and benzthiazolyl ; \ 

wherein substituted R 2 is substituted with one or more 
substituents independently seJSected from bromo, 
chloro, fluoro, iodo, nitro, amino, cyano, aminoethyl, 
Boc-aminoethyl , hydroxy, oxo, amim.osulf onyl , 4- 
methylpiperazinylsulf onyl , cycloh#xyl , phenyl , 
phenylmethyl , morpholinylmethyl , l-methylpiperazin-4- 
ylmethyl , l-methylpiperazin-4-ylpropVl , 
morpholinylpropyl , piper idin-1 -ylmethyl , 1- 
methylpiperidin-4-ylmethyl , 2 -methyl - 2 -\ 1 - 
methylpiperidin-4-yl ) ethyl, morpholinyleVhyl , 1- (4- 
morpholinyl ) -2 , 2 -dimethylpropyl , piperidinv-4-ylethyl , 
l-Boc-piperidin-4-ylethyl , piper idin-l-ylethyl , 1-Boc- 
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piperidin-4-ylethyl , piperidin-4-ylmethyl , 1-Boc- 
^iperidin-4-ylmethyl , piperidin-4-ylpropyl , 1-Boc- 
pi^eridin-4-ylpropyl , piperidin-l-ylpropyl , 
pyrr>plidin-l-ylpropyl , pyrrolidin-2-ylpropyl , 1-Boc- 
pyrro\idin-2-ylpropyl , pyrrol idin-1 -ylmethyl , 
pyrrol idin- 2 -ylmethyl , 1 -Boc -pyrrol idin- 2 -ylmethyl , 
pyrrol io^nylpropenyl , pyrrol idinylbutenyl , 
f luorosul^onyl , methylsulf onyl , methylcarbonyl , Boc, 
piper idin- \-ylmethylcarbonyl , 4-methylpiperazin-l- 
10 ylcarbonylet^yl , methoxycarbonyl , ami nome thy 1 car bony 1 , 

dimethylairiinomethyicarbonyi , 3 -ethoxycarbonyl-2 - 
me thy 1 - fur - 5 -y iv, 4 -me thy Ipiperaz in- 1 -yl , 4 -methyl - 1 - 
piperidyl, l-BocV4-piperidyl , piperidin-4-yl , 1- 
methylpiperidin-4\yl , 1-methyl- (1,2,3,6- 
15 tetrahydropyridyl) \ imidazolyl , morpholinyl, 4- 

trif luoromethyl-1 -proper idinyl , hydroxybutyl , methyl , 
ethyl, propyl, isoproWl, butyl, tert-butyl, sec- 
butyl , trif luoromethyl\ pentaf luoroethyl , 
nonaf luorobutyl , dimethwaminopropyl , 1,1- 

2 0 di ( trif luoromethyl ) -1-hydxoxymethyl , 1, 1- 

di ( trif luoromethyl ) -1- (pipgnridinyle thoxy) methyl , 1,1- 
di ( trif luoromethyl ) -1- (methoxyethoxyethoxy ) methyl , 1- 
hydroxyethyl , 2 -hydroxy ethyl A trif luoromethoxy, 1- 
aminoethyl, 2 -aminoethyl , 1- ( lAisopropyl amino) ethyl , 
25 2- (N-isopropylamino) ethyl , dimeuhylaminoethoxy , 4- 

chlorophenoxy , phenyl oxy, azet idiV- 3 -ylme thoxy , 1-Boc- 
azetidin-3-ylmethoxy , pyrrol - 2 -ylm© thoxy , 1-Boc- 
pyrr ol - 2 -ylme thoxy , pyrrol - 1 -y lme thOocy , 1 -methyl - 
pyrrol - 2 -ylme thoxy , 1 - i sopr opyl -pyrrol - 2 -ylme thoxy , 1 - 

3 0 Boc-piperdin- 4 -ylme thoxy , piperdin- 4 -w me thoxy , 1 - 

methylpiperdin-4-yloxy, isopropoxy, metVoxy and 
e thoxy; and \ 
wherein R 8 is one or more substituents independently 

selected from H, chloro, fluoro, bromo, hydroxy , methoxy, 
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iethoxy, -0-CH 2 -0- , tri f luoromethoxy , 1- 

m^thylpiperidinylmethoxy , dimethylaminoethoxy , amino, 
dimethylamino, dimethylaminopropyl , diethyl amino, 
aminosulf onyl , cyclohexyl, dime thy 1 aminopropynyl , 3- (4- 
morpnolinyl ) propyn-l-yl , dime thy laminoethoxyethoxy, 3 - (4 
morphoYinyl ) propylamino , optionally substituted 
piperid\nyl, morpholinyl, optionally substituted 
piperazinyl, optionally substituted phenyl, methyl, 
ethyl, propyl, cyano , hydroxymethyl , aminomethyl, nitro 
and trif lucVomethyl ; 
provided R 7 is not 3- trif luoromethylphenyl when A J is N, 
when A 4 is CH\ when n is 1, when R 1 is H and R 8 is 4- 
hydroxy, 3-hydVoxy or H; further provided R 2 is not 2- 
chloro-3 -pyridyY when A 3 is N, when A 4 is CH, when n is 1 
when R 1 is H and\R 8 is H or 4-methoxy; and further 



provided R 2 is 
is CH, when n is 



2-methoxyphenyl when A 3 is N, when A 4 
when R 1 is H and R 8 is H. 



7. Compound of ClaVLm 1 of Formula III 



wherein R 1 is one or more substiujients independently 
selected from 
H, 

halo, 
hydroxy , 
amino , 
Ci-e-alkyl, 
Ci_6-haloalkyl / 
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Ci-6~alkoxy , 
Ci-2-alkylamino , 
aminosul f onyl , 
C 3 - 6 -cycloalkyl , 
:yano , 
o^c° , 

Ci_V-hydroxyalkyl , 
nitVo, 

C 2 _3-^lkenyl , 
10 C 2 -3-alkynyl , 

Ci-6-haJ 

Ci_ 6 -car&oxyalkyl , 

5-6 -member ed heterocyclyl-Ci_ 6 -alkylamino , 
unsubstit^ted or substituted phenyl and 
15 unsubstitufced or substituted 5-6 membered 

heterocyclyl ; 

wherein R 2 is selected 4rom . unsubsti tuted or substituted 
phenyl , and 

9-10 membered l^icyclic and 13-14 membered 
2 0 tricyclic unsaturated or partially 

unsaturated Ijeterocyclyl , 
wherein substituted R 2 is op&ionally substituted with one or 
more substituents selected from halo, Ci_ 6 -alkyl, 
optionally substituted C 3 \ 6 -cycloalkyl , optionally 
2 5 substituted phenyl, optionally substituted phenyl-Ci_ 

C 4 -alkyl, Ci_2-haloalkoxy , optionally substituted 
phenyloxy, optionally substituted 4-6 membered 
heterocyclyl-Ci_C 4 -alkyl , optionally substituted 4-6 
membered heterocyclyl-C 2 -C 4 -alwenyl , optionally 
30 substituted 5-6 membered heterqcyclyl , optionally 

substituted 4-6 membered heterocryclyloxy , optionally 
substituted 4-6 membered heteroc^clyl-Ci_C 4 -alkoxy , 
optionally substituted 5-6 members 

heterocyclylsulf onyl , optionally substituted 5-6 



A-735A 



- 247 - 



ymembered heterocyclylamino , optionally substituted 5-6 
membered heterocyclylcarbonyl , optionally substituted 
5-(5 membered heterocyclylcarbonyl-Ci_ 4 -alkyl , 
optionally substituted 5-6 membered heterocyclyl-Ci_ 4 - 
alky]>carbonyl , Ci_ 4 -haloalkyl , Ci- 4 -aminoalkyl , nitro, 
amino A hydroxy , oxo, cyano, aminosulf onyl , C1-2- 
alkylsu\f onyl , halosulf onyl , Ci_ 4 -alkylcarbonyl , amino- 
Ci_ 4 -alkyJScarbonyl , Ci_ 4 -alkylamino-Ci_ 4 -alkylcarbonyl , 
Ci_ 3 -alkylalmino-Ci-3-alkyl , Ci_ 3 -alkylamino-Ci_3-alkoxy , 
Cio-alkylamYno-Ci- 3 -alkoxy-Ci_3-alkoxy, Ci_ 4 - 
alkoxycarbonVl , Ci_ 4 -aikoxycarbonyiamino-Ci_ 4 -alkyl , Ci_ 



wherein R e and R f are independently selected from H and Ci_ 2 - 

haloalkyl ; \ 
wherein R 7 is selected frV>m H, Ci_ 3 -alkyl, optionally 
substituted phenyl-cV3-alkyl , 4-6 membered 
heterocyclyl, and optionally substituted 4-6 membered 
heterocyclyl-C 1 _C 3 -alkyT\; 
wherein R g is selected from H ,\ Ci_ 3 -alkyl , optionally 
substituted phenyl-Ci_ 3 -alVyl , 4-6 membered 
heterocyclyl , and optionally substituted 4-6 membered 
heterocyclyl-Ci_C 3 -alkyl , Ci_3Valkoxy-Ci_2-alkyl and Ci_ 3 - 
alkoxy-Ci_3-alkoxy-Ci_3-alkyl ; and 
wherein R 8 is one or more substituents independently 

selected from H, halo, amino, hydroxy, Ci_ 6 -alkyl, Ci_6~ 
haloalkyl, Ci_ 6 -alkoxy, Ci-6-haloalkoxv, Ci-e-aminoalkyl , Ci_ 
6-hydroxyalkyl , optionally substituted phenyl, optionally 
substituted heterocyclyl , optionally substituted 
heterocyclyl-Ci_ 6 -alkoxy , aminosulf onyl , \C3_6-cycloalkyl , 
Ci-6-alkylamino , Ci_ 6 -alkylamino-Ci_6-alkyl A optionally 
substituted heterocyclyl-Ci_ 6 -alkylamino , optionally 
substituted heterocyclyl-Ci_ 6 -alkyl , Ci_ 6 -alkYlamino-C 2 - 4 - 
alkynyl , Ci_ 6 -alkylamino-Ci- 6 -alkoxy , Ci_ 6 -alky^amino-Ci_ 6 - 
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\ alkoxy-Ci_ 6 -slkoxy , and optionally substituted 

\heterocyclyl-C2-4-alkynyl ; 
and pharmaceutical ly acceptable isomers and derivatives 
thereof ; 

provided, R 2 is not 3 - trif luoromethylphenyl when R 1 is H and 
R 8 rte 4 -hydroxy, 3 -hydroxy or H; and further provided 
R 2 is\not 2-methoxyphenyl when R 1 is H and R 8 is H. 

8. Compound of Claim 7 wherein R 1 is selected from H, 
chloro, fluoroAbromo, amino, hydroxy, methyl, ethyl, 
propyl, oxo, dimethyl amino , aminosulf onyl , cyclopropyl, 
cyano, hydroxymethVl , nitro, propenyl , trif luoromethyl , 
methoxy, ethoxy, tr\f luoromethoxy , carboxymethyl , 
mo rpholinyle thy lamina, propynyl , unsubstituted or 
substituted phenyl anav unsubstituted or substituted 
heteroaryl selected from thienyl, 

f uranyl , pyridyl, iViidazolyl , and pyrazolyl ; 
wherein R 2 is selected frcVi phenyl, 1 , 2-dihydroquinolyl , 
1,2,3, 4-tetrahydro-isoquYnolyl , 1,2,3, 4- tetrahydro- 
quinolyl , 2 , 3 -dihydro-lH-\ndolyl , 2 , 3 , 4 , 4a, 9 , 9a- 
hexahydro-lH-3-aza-f luorenVl , 5,6, 7-trihydro-l ,2,4- 
triazolo [3 , 4 -a] isoquinolyl , \3 , 4-dihydro-2H- 
benzo [ 1 , 4 ] oxazinyl , and benzoT 1 , 4 ] dioxanyl , where R 2 is 
unsubstituted or substituted with one or more 
substituents selected from broirto, chloro, fluoro, iodo, 
nitro, amino, cyano, aminoethyl , \boc- ami no ethyl , hydroxy, 
oxo, aminosulf onyl , 4-methylpipercfczinylsulf onyl , 
cyclohexyl, phenyl, phenylmethyl , morpholinylmethyl , 1- 
methylpiperazin-4-ylmethyl , l-methy]\piperazin-4-ylpropyl , 
morpholinylpropyl , piperidin-l-ylmethVl , 1- 
methylpiper idin-4-ylmethyl , 2-methyl-2V ( 1 - 
methylpiperidin-4-yl ) ethyl , morpholinyl ethyl , 1- (4- 
morpholinyl ) -2 , 2 -dime thy lpropyl , piperidiri-4-ylethyl , 1- 
Boc-piperidin-4-ylethyl , piperidin-l-yletnyl , 1-Boc- 
piperidin-4-ylethyl , piperidin-4-ylmethyl , V-Boc- 
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Viperidin-4-ylmethyl , piperidin-4-ylpropyl , 1-Boc- 
p\peridin-4-ylpropyl , piperidin-l-ylpropyl , pyrrolidin-1- 
ylraropyl , pyrrolidin-2-ylpropyl , l-Boc-pyrrolidin-2~ 
ylpropyl , pyrrol idin-1 -ylme thyl , pyrrol idin- 2 -ylmethyl , 
l-BocYpyrrolidin-2-ylmethyl , pyrrol idinylpropenyl , 
pyrrol^dinylbutenyl , f luorosulf onyl , methyl sulfonyl , 
methylcarbonyl , Boc , piperidin-l-ylmethylcarbonyl , 4- 
methylpipierazin-l-ylcarbonylethyl , methoxycarbonyl , 
aminome thy! car bony 1 , dime t hyl ami nomethyl car bony 1 , 3- 
e thoxycarboWl - 2 -methyl- f ur-5-yl , 4-methylpiperazin-l-yl , 
4 -me thy 1 - 1 -piper i dy 1 , 1- Boc -4 -piper idyl , piperidin-4-yl , 
l-methylpiper^din-4-yl , 1 -methyl- (1,2,3,6- 
tetrahydropyriqyl ) , imidazolyl, morpholinyl, 4- 
trif luoromethyl Al-piperidinyl , hydroxybutyl , methyl , 
ethyl, propyl, isopropyl, butyl, tert-butyl, sec-butyl, 
trif luoromethyl , pentaf luoroethyl , nonaf luorobutyl , 
dimethylaminopropyA 1, 1-di ( trif luoromethyl ) -1- 
hydroxymethyl , 1 , 1-dY ( trif luoromethyl ) -1- 
(piperidinylethoxy) meVhyl , 1, 1-di ( trif luoromethyl ) -1- 
(methoxyethoxyethoxy ) methyl , 1- hydroxy ethyl , 2 - 
hydroxyethyl , trif luoromethoxy , 1-aminoethyl , 2- 
aminoethyl , 1- ( N - i s opr opyl ami no ) ethyl , 2- (N- 
isopropylamino) ethyl, dimethyl aminoethoxy, 4- 
chlorophenoxy , phenyloxy , eazetidin- 3 -ylme thoxy , 1-Boc- 
azetidin- 3 -ylme thoxy , pyrrolV 2 -ylme thoxy , l-Boc-pyrrol-2- 
ylme thoxy , pyrrol - 1 -ylme thoxA 1 -methyl -pyrrol -2- 
ylmethoxy , 1 -Boc -piperdin- 4 -ylme thoxy , piperdin-4- 
ylme thoxy , 1 -me thy lpiperdin- 4 -y\oxy , i s opropoxy , me thoxy 
and e thoxy; and \ 
wherein R 8 is one or more substi tuentV independently 

selected from H, chloro, fluoro, brcwno, hydroxy, methoxy, 
ethoxy, -0-CH 2 -0-, trif luoromethoxy , \- 

methylpiper idinylme thoxy , dimethylamir^ethoxy , amino , 
dime thylamino , dime thyl ami nopropyl , die^hylamino , 
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amir^asulf onyl , cyclohexyl, d i methyl am i n opr opyny 1 , 3- (4- 
morpholi7iy^4^ropyn-l-yl , dime thy laminoethoxyethoxy , 3- (4- 
morpholinyljpropyl^^mino, optionally substituted 
piperidinyl , morpholiny^optionally substituted 
piperazinyl, optionally subst"i<uted phenyl, methyl, 
ethyl , propyl , cyano , hydroxymethyl^aminomethyl and 
trif luoromethyl ; 
and pharmaceutically acceptable derivatives thereof-*— 



9. CompoVmd of Claim 8 wherein R 1 is selected from H, 

:laoV 

wherein R 2 is selected from 

1,2,3, 4-tetrahydro-isoquinolyl optionally substituted 
with one or mpre substituents selected from methyl, 
and Boc , 

1 , 2 , 3 , 4-tetrahydr&-quinolyl optionally substituted with 
one or more substituents selected from methyl, Boc and 
oxo, 

2 , 3-dihydro-lH-indoly^. optionally substituted with one or 
more substituents selected from methyl, 1-Boc- 



piperidin-4 -ylmethyl 
piperidin-4-yl , pipe 
ylmethyl , 1 -methyl 



ca] 



fiperidin-4-ylmethyl , 1-Boc- 
?n-4-yl , l-methyl-piperidin-4- 
:idin-4-yl , 

dimethyl ami nomethylcarbcViyl , aminome thy 1 car bony 1 , 
methylcarbonyl , pyrrol idi\i- 2 -ylmethyl , and 1-Boc- 
pyrrolidin- 2 -ylmethyl , anc 
3 , 4-dihydro-2H-benzo [1,4] oxazi\ayl optionally substituted 
with one or more substituent\ selected from methyl, 
and methylcarbonyl; and 
wherein R 8 is one or more substituents independently 

selected from H, chloro, fluoro, biomo, cyano, methoxy, - 
0-CH 2 -0-, amino, trif luoromethyl , trM. f luoromethoxy , 3-(4- 
morpholinyl)propyn-l-yl , dime thy lamir^opr opy 1 , and 3 - (4- 
morphol inyl ) propylamino ; 
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and pharmaceutically Acceptable derivatives thereof 



10 .\Compound of Claim 8 wherein R 1 is selected from H, 
chloro or ^fluoro; 

with one cV more substituents selected from bromo, 
chloro , f lu\ro , morpholinylmethyl , l-methylpiperazin-4- 
ylmethyl , l-methylpiperazin-4-ylpropyl , 
morpholinylpro^yl , piper idin- 1-ylme thy 1 , 1- 
10 methylpiperidinY 4 -ylmethyl , 2 -methyl -2- (1- 

me t hy 1 p iper i din-\- y 1 ) ethyl , morpholinyl ethyl , 1- (4- 
morpholinyl) -2 , 2 -^imethylpropyl , piper idin-4-ylethyl , 1- 
Boc-piperidin-4-yl4thyl , piperidin-l-ylethyl , 1-Boc- 
piperidin-4-ylethyl \ piperidin-4-ylmethyl , 1-Boc- 
15 piperidin-4-ylmethyl ,\ piperidin-4-ylpropyl , 1-Boc- 

piperidin-4-ylpropyl , \piperidin-l-ylpropyl , pyrrolidin-1 
ylpropyl , pyrrol idin-2 -Vlpropyl , l-Boc-pyrrolidin-2- 
ylpropyl , pyrrol idin- 1-yYme thy 1 , pyrrol idin-2 -ylmethyl , 
1-Boc -pyrrol idin- 2 -ylmethyl , 4-methylpiperazin-l-yl , 4- 
20 methyl -1 -piper idyl , 1-Boc-^-piperidyl , piperidin-4-yl , 1 

methyl- (1, 2 , 3 , 6-tetrahydropyridyl ) ; methyl, ethyl, 
propyl, isopropyl, butyl, tert-butyl, sec-butyl, 
trif luoromethyl , pentaf luoroeVhyl , dime thy 1 ami nopropyl , 
dimethyl aminoe thoxy , 4 - chl or opf^enoxy , phenyl oxy , 

2 5 azetidin-3 -ylmethoxy , l-Boc-aze^idin-3 -ylmethoxy , pyrrol 
1 -yle thoxy , 1 -methyl -pyrrol - 2 -ylmethoxy , pyrrol - 2 - 
ylmethoxy, 1 -Boc -pyrrol -2 -ylmethoxy , l-Boc-piperdin-4- 

ylme thoxy , piperdin- 4 -ylmethoxy , ai\d 1 -methylpiperdin- 4 - 
yloxy; 

3 0 and wherein R 8 is one or more substituents independently 

selected from H, chloro, fluoro, bromcV cyano, methoxy, 
0-CH 2 -0-, amino, trif luoromethyl , trif lmorome thoxy , 3- (4- 
morpholinyl) propyn-l-yl , dimethyl ami nopropyl , and 3- (4- 
morpholinyl) propyl ami no ; 



# 



A-735A 



- 252 - 



C3 

in 
in 
ru 



□ 
□ 

ru 



10 



15 



25 



and pharmaceutical ly acceptable derivatives thereof. 

11. Sspharnaceutical composition comprising a 
pharmaceuticariy-acceptable carrier and a compound as in any 
of Claims 1-10 . 




12. A method of treating cancer in a subject, said 
method comprising administering an effective amount of a 
compound as in any of Claims N^-IO . * 

13. The method of Claim 12 comprising a combination 
with a compound selected from antibiotic- type agents, 
alkylating agents, antimetabolite agent^, hormonal agents, 
immunological agents, inter feron- type agen\s and 
miscellaneous agents . 

14. A method of treating angiogenesis in a subject, 
said method comprising administering an effective amount of 
a compound as in any of Claims 1-10. 



15. A compound as inV^ny of Claims 1-10 for use in a 
method of therapeutic treapnent for the human or animal 
body . 



16. A method of treating KDR-related disorders in a 
mammal, said method comprising administering an effective 
amount of a compound as in\any of Claims 1-10. 



17. A method of treating proliferation-related 
3 0 disorders in a mammal, said method comprising administering 
an effective amount of a compound a^ in any of Claims 1-10. 



